WHAT IS CLAIMED IS: 



1. A compound having the formula: 




M 

SI 

i 5 " 4 wherein R : is lower alkyl , bridged alkyl, 

ill 

aryl , heteroaryl , aralkyl, cycloalkyl, a 5- or 6- 

membered saturated heterocycle, C^alkylenearyl , 
ri| C^alkyleneOaryl , C 4 alkyleneheteroaryl , C^alkylene- 

ff Het, C 2 _ 4 alkylenearylOaryl , C 1 _ 4 alkylene bridged alkyl, 

Q C^alkylenecycloalkyl , substituted or unsubsti tuted 

propargyl , substituted or unsubst ituted allyl, or 

halocycloalkyl ; 

R 2 is hydrogen, methyl, or halo- subst i tuted 

methyl ; 

R 3 is selected from the group consisting of 
C(=0)OR\ C(=0)R 7 , C(=NH)NR 6 R 9 , C(=0)NR 8 R 9 , lower 
alkyl, bridged alkyl, cycloalkyl, haloalkyl , halo- 
cycloalkyl, C-,. 3 alkylenecycloalkyl , a 5- or 6- 
membered saturated heterocycle, aryl, heteroaryl, 
C\ 3 alkyleneC ( =0) R 7 , C ( =0) C ( =0) NR B R 9 , C\_ 4 alkyleneOR 7 , 
C^alkylenearyl , SO.heteroaryl, Het, aralkyl, alk- 
aryl, heteroaralkyl , heteroalkaryl , C^alkyleneC- 
(=0)0R ; , C (=0) C, ,alkyleneC (=0) OR 7 , C x 3 alkylenehetero- 
aryl, C ( =0) C ( =0) OR 7 , C (=0) C, 3 alkyIeneC (=0) OR 7 , C(=0)- 



C- ,alkyleneNH ( C=0 ) OR 7 , C(=0)C alkyleneNH : , and 
NHC (=0) OR 7 ; 

R 4 is hydrogen, lower alkyl, haloalkyi , 
cycloalkyl, or aryl ; 

R 5 is hydrogen, lower alkyl, alkynyl , halo- 
alkyi, cycloalkyl, or aryl ■ 

R s and R 12 , independently, are hydrogen, 
lower alkyl, .aralkyl, S0 : R-, or C(=0)R 7 ; 

R 7 is selected from the group consisting of 
branched or unbranched lower alkyl, heteroaryl, a 
heterocycle, aralkyl, and aryl, and R 7 can be option- 
ally substituted with one or more of RO 8 , NR 8 R 9 , or 
SR 8 ; 

R s and R 9 , same or different, are selected 
from the group consisting of hydrogen, lower alkyl, 
cycloalkyl, aryl, heteroaryl, alkaryl, heteroaralk- 
yl, heteroalkaryl , and aralkyl, or R 8 and R 9 can be 
taken together form a 4-membered to 7-membered ring; 

R 10 is hydrogen, alkyl, haloalkyi, cyclo- 
alkyl, aryl, C(=0) alkyl, C ( =0) cycloalkyl , C(=0)aryl, 
C(=0)0alkyl, C(=0)Ocycloalkyl, C(=0)aryl, CH 2 0H, 
CH 2 Oalkyl, CHO, CN, N0 2 , or S0 2 R 1X ; 

R 11 is alkyl, cycloalkyl, trif luoromethyl , 
aryl, aralkyl, or NR 3 R 3 ; 

salts and solvates thereof. 
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2. The compound of claim i hav 

structure : 
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3. The compound cf claim 1 wherein R 1 is 
selected from the group consisting of: 
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>-CH 2 - 



c 
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(CH 2 )2- 




CH 3 - 
(CH 3 ) ,C- 
(CH 3 ) 3 C(CH 2 ) 2 

(CH 3 ) 2 C(CH 2 ) 2 
OCH 3 

j-^^CH=CHCH 2 - 





-CH 



(CH 2 ) 2- 



CH 3 CH 2x /CH 2 - 
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4 . The composition of claim 1 wherein R ; 
is selected from the group consisting of: 
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H 2 NCH 2 C- 



H 2 NCH 2 CH 2 C- 



HOCCH 2 C (CH 3 ) 2 C- 
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ACQ C— || 

A AcOC(CH 3 ) 2 C- 



y 00 

HOC(CH 3 ) 2 C- CH 3 NHCC- 




^CH 2 OCNHCHC- 

(CH 2 ) 3 CH 3 



CH 3 (CH 2 ) 3 CHC- 
NH 2 
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CH 2 0(CH 2 ) 2 



O 

CH 3 CH(CH 2 ) 2 C 
OAc 



0 

CH 3 CH(CH 2 )J- 
OH 



O 

II 

CH 2 OCHC 
CH 3 



O 

HOCHC- 
CH 3 



tBuOCNHCHC- 
tBu 



H 2 NCHC- 
tBu 



tBuOCNHCHC- 

CH 2 OCH 2 



o o o 

II II II 

tBuOCNHCH 2 C- HOCH 2 CHC- 

NHCOtBu 

II 

O 



HOCH 2 CHC 

' CHC 
NH3C1- / I 



I - LH 3\ II 

1 CHCHC- 



NH 2 



AcSCH 2 C- 



O 

II 

HSCH 2 C- 



O 

II 

AcOCH 2 C- 



■CH 2 OCNHCH 2 C- 



CH 3 S0 2 NHCH 2 C 



0 il 
ii CF 3 S0 2 NHCH 2 C- 
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OH OAc 

I I 

CH 3 CH 2 CHCHC- (CH 3 ) 2 CHCH 2 CHC- 

CH 3 0 0 



(CH 3 ) 2 CHCK 2 CHC- and <\ / 
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5. The compound of claim 1 wherein R~ is 
selected from the group consisting of hydrogen, 
methyl, tr i f luoromethyl , cyclopropyl , ethynyl, and 
phenyl . 

6. The compound of claim 1 wherein R is 
hydrogen or lower alkyl . 

7. The compound of claim 1 wherein R' is 
selected from the group consisting of hydrogen, 
C{=0)R\ C(=0)OR 7 , ethyl, benzyl, S0 2 CH 3 , and SO : C s H 5 . 

8. The compound of claim 1 wherein R 7 is 
lower alkyl . 

9. The compound of claim 1 wherein R s and 
R 9 , independently, are hydrogen or lower alkyl, or 
are taken together form a 5-membered or 6 -member ed 
ring . 



10. The compound of claim 1 wherein R- 2 is 
selected from the group consisting of hydrogen and 
lower alkyl . 
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11. The compound of claim 1 wherein R- is 
selected from the group consisting of cyclopentyi , 
cyclopropylmethyl , tet rahydrof uryl , indanyl , 
norbornyl , phenethyl , and phenylbutyl ; R 3 is selected 
from the group consisting of methyl and difluoro- 
methyl ,- R 3 is selected from the group consisting of 
benzyl, C0 2 CK ; , C(=0)CH-OH, C (=0) CK (CH 3 ) OH, 
C(=0) C(CH 3 ) 2 OH, and 

C (=0) - C-OH 



R 4 is hydrogen; R 5 is hydrogen or methyl; R 6 is se- 
lected from the group consisting of hydrogen, 
methyl, ethyl, benzoyl, S0 2 CH 3 , S0 2 C 6 H 5 , benzyl, 
C (=0) C (CH 3 ) 3/ and acetyl; R 1 " is hydrogen or methyl ; 
R 7 is methyl; and R 1J is hydrogen. 



12. The compound of claim 1 selected from 
the group consisting of 

Methyl (4S,3R) -4- ( 3 - cycl opentyloxy- 4 -methoxyphenyl ) - 

3- methyl-3-{ [benzylamino] methyl ] }pyrrolidine 
carboxylate 

Methyl (4S , 3RJ -3 - (aminomethyl ) -4 - (3 -cyclopentyloxy- 

4- methoxyphenyl) -3-methylpyrrolidinecarboxylate 

Methyl (3S,4S) -4- ( 3 -cyclopentyloxy-4 -methoxyphenyl ) - 
3 -methyl -3 - { [methyl sul fonyl ) amino] methyo } pyrrol i- 
dinecarboxylate 

Methyl (4S, 3R) -3- [ ( ace tylami no) methyl] -4- (3- 
cyclopentyloxy-4 -methoxyphenyl) -3-methylpyrrolidine- 
carboxylate 

Methyl (4S,3R) -4- ( 3 - cyclopentyloxy- 4 -methoxyphenyl ) - 
3-methyl-3- [ (phenylcarbonyl amino) methyl] pyrroli- 
dinecarboxylate 

Methyl (3S,4S)-4- ( 3 - cyclopentyloxy- 4 -methoxyphenyl ) - 
3 -methyl- 3 - { [phenyl sul fonyl ) amino] methyl } pyrrol i- 
dinecarboxylate 

Bis{ [ (4S,3R) -4- ( 3 - cyclopentyloxy-4 -methoxyphenyl ) -3- 
methyl -1 -carboxymethylpyrrolidin- 3 -yl] methyl } amine 

1- [ (3S,4S) -4- {3 -Cycl opentyloxy -4 -methoxyphenyl ) -3 - 
methyl - 1 -benzylpyrrol idin- 3 - yl ] ethyl amine 



l- { (3S,4S) -4- (3 -Cyclopentyloxy-4 -methoxyphenyl ) -3- 
mechyl - 1 -benzylpyrrolidin-3 -yl ] ethyl amine 

N - { l - [ (3S , 4S) -4- (3 -Cyclopentyloxy-4 -methoxyphenyl ) 
3 -methyl- 1- benzylpyrrolidin-3 -yl ] ethyl } ben zamide 

N-{l- [ (3S,4S) -4- (3 -Cyclopentyloxy-4 -methoxyphenyl ) 
3 -methyl - 1 -benzylpyrrolidin-3 -yl ] ethyl }benzamide 

N- { 1- [ (3S,4S) -4- (3 -Cyclopentyloxy-4 -methoxyphenyl) 
3 -methyl - l-benzylpyrrolidin-3 -yl] ethyl } acetamide 

N- { 1 - [ (3S, 4S) -4- (3 -Cyclopentyloxy-4 -methoxyphenyl) 
3 -methyl -1 -benzylpyrrolidin-3 -yl] ethyl } acetamide 

3- (S) - (1-Acetylaminoethyl) -4- (S) - ( 3 -cyclopentyloxy 

4 - methoxyphenyl) - 3 -methylpyrrol idine- 1 -carboxyl ic 
acid methyl ester 

{l - ( (3S.4S) -4- (3 -Cyclopentyloxy- 4 -methoxyphenyl) -3 
methyl-l-benzylpyrrolidin-3-yl] ethyl} - 
(phenylsulf onyl ) amine 

{l- [ (3S,4S) -4- (3 -cyclopentyloxy-4 -methoxyphenyl ) -3 
methyl - 1 -benzyl pyrrol idin- 3 -yl ] ethyl } - 
(phenylsufonyl) amine 

{l-[(3S,4S)-4- (3 -Cyclopentyloxy- 4 -methoxyphenyl) -3 
methyl- 1-benzylpyrrolidin- 3 -yl ] ethyl } - 
(methyl sulf onyl) amine 
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{l- [ (3S,4S; -4- (3 - Cyclopentyloxy- 4 -methoxyphenyl 1 -3 
methyl - 1 -benzylpyrrolidin-3 -yl] ethyl } - 
(mechylsulf onyl ) amine , and 



Methyl (3S,45) -4- ( 3 - cyclopentyloxy- 4 -methoxyphenyl 
3-metnyl-3- [ (methylamino) ethylpyrrol idine carbox- 
ylate . 



14. The compound of claim 1 having an IC 5: 
vs . human recombinant PDE4 of about 1 nM to about 25 
jUM. 



15. The compound of claim 1 having a 
PBL/TNFa EC 5 , of about 10 nM to about 2 0 UK. 



16- The compound of claim 1 having an IC 5 ,- 
vs . human recombinant PDE4 of about 1 nM to about 2 5 
uM, and a PBL/TNFa EC 50 of about 10 nM to about 2 5 
fM. 



17 . The compound of claim 1 having an IC-, 0 
vs. human recombinant PDE4 of about 100 x 10" € M or 
less . 



18. The compound of claim 1 having an IC 5C 
vs . human recombinant PDE4 of about 50 x 10" 6 M or 
less . 



19. The compound of claim 1 having a 
PBL/TNFa EC 5 - of about 5 /./M or less. 

20. The compound of claim 1 having a 
PBL/TNFa EC 5 , of about 2 jiiM or less. 



21. The compound of claim 1 having an IC„„ 
vs. human recombinant PDE4 of about 100 x 10~ 6 or 
less and a PBL/TNFa EC 50 of about 5 juM or less. 

22 . The compound of claim 1 having an IC^ 
vs. human recombinant PDE4 of about 5 0 x 10 6 or less 
and a PBL/TNFa EC ? of about 2 juM or less. 



23. A pharmaceutical composition compris- 
ing a compound of claim 1, a pharmaceut ically ac- 
ceptable carrier, and, optionally, a second 
antiinflammatory therapeutic agent. 

24. The composition of claim 23 wherein 
the second antiinflammatory therapeutic agent is 
capable of targeting TNFa . 

25. A method of treating a mammal having 
a condition where inhibition of a cAMP-specif ic PDE 
is of therapeutic benefit, said method comprising 
administering to said mammal at therapeutically 
effective amount of a compound of claim 1. 

26. A method of modulating cAMP levels in 
a mammal comprising administering to said mammal an 
effective amount of a compound of claim 1. 

27. A method of treating a mammal having 
a condition where inhibition of a cAMP-specif ic PDE 
is of a therapeutic benefit comprising administering 
to said mammal an effective amount of a pharmaceuti- 
cal composition comprising a compound of claim 1 and 
a pharmaceutical^ acceptable carrier. 

28. The method of claim 27 wherein the 
condition is an allergic disease, an autoimmune 
disease, an inflammatory disease, an arthritic dis- 
ease, or dermititis. 
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29. The method of claim 27 wherein the 
condition is rheumatoid arthritis, osteoarthritis, 
gouty arthritis, or spondylitis. 

30. The method of claim 27 wherein the 
condition is thyroid-associated ophthalmopathy, 
Behcet disease, sepsis, septic shock, endotoxic 
shock, gram negative sepsis, gram positive sepsis, 
toxic shock syndrome, allergic conjunctivitis, ver- 
nal conjunctivitis, or eosinophilic granuloma. 

31. The method of claim 27 wherein the 
condition is asthma, chronic bronchitis, allergic 
rhinitis, adult respiratory distress syndrome, 
chronic pulmonary inflammatory disease, chronic 
obstructive pulmonary disease, silicosis, or pulmo- 
nary sarcoidosis. 

32. The method of claim 27 wherein the 
condition is reperfusion injury of the myocardium, 
brain or extremities as a brain or spinal cord in- 
jury due to trauma. 

33. The method of claim 27 wherein the 
condition is a fibrosis, keloid formation, or scar 
tissue formation. 

34. The method of claim 27 wherein the 
condition is systemic lupus erythematosus, a trans- 
plant rejection disorder, a graft vs. host reaction, 
or an allograft rejection. 
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35. The method of claim 27 wherein the 
condition is chronic glomerulonephritis, an inflam- 
matory bowel disease, Crohn's disease, or ulcerative 
colitis . 

36. The method of claim 27 wherein the 
condition is proliferative lymphocytic disease or a 
leukemia. 

37. The method of claim 27 wherein the 
condition is an inflammatory dermatosis, atopic 

i*3 dermatitis, psoriasis, or urticaria. 

5 

H 

h <4 . 38. The method of claim 27 wherein the 

r~| condition is a cardiomyopathy, congestive heart 

;|5 failure, atherosclerosis, pyrexia, cachexia, 

!-U cachexia secondary to infection or malignancy, 

ill cachexia secondary to acquired immune deficiency 

^ syndrome, ARC, cerebral malaria, osteoporosis, a 

2 bone resorption disease, fever and myalgias due to 

infection, erectile dysfunction, diabetes insipidus, 
a central nervous system disorder, depression, 
multi - infarct dementia, an anxiety or stress re- 
sponse, cerebral ischemia, tardive dyskinesia, Par- 
kinson's disease, or premenstrual syndrome. 

39. The method of claim 27 wherein the 
mammal exhibits a minimal emetic response. 



40. The method of claim 27 wherein the 
mammal is free of an emetic response. 



41. The method of claim 27 wherein the 
mammal exhibits minimal adverse central nervous 
system side effects. 



42. The method of claim 27 wherein the 
mammal is free of adverse central nervous system 
side effects. 

43. The method of reducing TNF levels in 
a mammal comprising administering to said mammal 
therapeutically effective amount of a compound of 
claim 1 . 



44 . A method of suppressing inflammatory 
cell activation in a mammal comprising administering 
to said mammal a therapeutically effective amount of 
a compound of claim 1. 

45. A me c hod of inhibiting PDE4 function 
in a mammal comprising administering to said mammal 
a therapeutically effective amount of a compound of 



